Early diagnosis of pregnancy is often important and occasionally extremely difficult, especially in subjects with mental disorders. Fear of pregnancy after sexual intercourse may result from or be the cause of amenorrhoea, and in either case may lead to severe anxiety or more serious psychological illness. D-lusions of pregnancy, with or without signs of pseudopregnancy, are not uncommon, and are a further source of confusion.
Diagnosis of pi egnancy may be impossible by physical examination alone for the first few weeks after conception, and speed may be important if serious psychiatric breakdown is to be prevented or therapeutic abortion contemplated. In these cases, therefore, reliance may be placed upon laboratory pregnancy tests.
In the past these depended upon the detection of increased chorionic gonadotrophic activity in urine or blood by animal inoculation. The value of such biological tests in the early recognition of both normal and abnormal pregnancies is well established, but all have proved unreliable in patients with psychiatric disorders (Hilbert, 1958 ;  Hodgson, 1959; Brillhart, 1959; Russo and Souza, 1961; unpublished observations) , especially during treatment with tranquillizers -for example, phenothiazines-when up to 750% of tests yield false-positive results (Foxworthy and Lehman, 1957) . The introduction of an immunological test for pregnancy (Wide and Gemzell, 1960) differing in principle from previous pregnancy tests offered new hope of early and accurate diagnosis without the necessity for interrupting tranquillizer therapy as had formerly been advocated (Brillhart, 1959) .
A trial of three commercial pregnancy tests in psychiatric patients receiving phenothiazines was begun in 1962. A preliminary account has already appeared (Marks and Shackcloth, 1963 (Table I) . Most patients (77%) were receiving one or more psychotropic drugs. Chlorpromazine was the commonest, being given alone or in combination to more than half the patients. Doses were usually between 300 and 400 mg./day, but ranged from 100 to 1,200 mg. day. The type and amount of drugs received by pregnant and non-pregnant subjects (Table II) were similar. The results of three different immunological tests agreed in the majority of cases but were discordant in 16 (Table III) . All the patients in this group for whom information is available were receiving one or more psychotropic drugs.
The commonest cause for requesting a diagnostic urine pregnancy test was amenorrhoea of from 5 to 150 weeks' duration, but in a substantial proportion (10%) of the cases (Table IV) Y., 1966, 1, 519-521 When considering the clinical symptoms accompanying responses or resistance to therapy in acute leukaemia of children our attention was drawn to the behaviour of the liver. Cases with symptoms of hepatic dysfunction manifested by low pre-albumin and albumin levels, raised gamma-globulin, and low plasma cholesterol levels, persisting or developing in the course of treatment, were found to have a bad prognosis (Halikowski et al., 1965 ; Mejbaum-Katzenellenbogen et al., 1965) .
In 26 cases of acute leukaemia in children treated by standard methods negative correlation was found between the size of the liver (in centimetres below, the costal margin) at the beginning of treatment and the survival time (Fig. 1) . 
Working Hypothesis
The hypothesis was proposed that response to treatment might be dependent on hepatic function. One of the disorders connected with hepatic dysfunction may consist in enzymatic block of the metabolic processes involved in syntheses occurring in the bone-marrow.
In acute leukaemia the outstanding feature of the clinical picture is bone-marrow insufficiency with aplastic symptoms. Low erythroblastosis, absence of normal development of the bone-marrow granulocytes, and pancytopenia in the peripheral blood are regularly met with. This raises the question whether these changes are not an expression of the basic lesion in acute leukaemia, while proliferation of pathologic cells is secondary.
The hypothesis of enzymatic blocking has already been proposed by Haddow (1954) and Osgood (1957) .
In various countries the incidence of leukaemia and consumption of animal protein seem to be correlated. Statistical data tend to show a rise in the incidence of leukaemia in the higher income groups. This seems to be true not only in special population groups but also in different countries. It is widely known and generally accepted that protein consumption (especially animal protein) is a good indicator of the standard of living. The greater incidence of leukaemia in countries with a high protein consumption may be fortuitous, or it may be connected with a third factor or be due to a variety of causes. In the latter case high protein consumption, the content of certain amino-acids, or other factors associated with high protein consumption (purines) may be responsible.
The hypothesis of the part played by the liver in the disease, as well as the above-mentioned epidemiological observations, seems to make acceptable the possibility that some sort of " narrow throat " in metabolic pathways may, with other factors, be characteristic of a pre-leukaemic state. When excessive loading with the substrate occurs the full picture of the disease may develop.
As a result of a reduced supply of substrate, low-protein purine-free diet may diminish the effects of enzymatic block and thus act as a factor in the maintenance or resumption of normal development of bone-marrow cells.
Clinical Trials with Low-protein Purine-free Diet
On the basis of this working hypothesis low-protein purinefree diet has since October 1964 been introduced as an adjunct to the routine therapy of acute leukaemia in children.
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